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FOV=—T—1OFTAF)N) —EXRNVIL—1—ANEFIVvZ Piv
Fotert—7F0V XTI (225mg) ZVRAFNVANT x> P, F7
V=2 —ANV—RIIXIvDT FIYER Tz )TAFIIEHICE80CT
hn#E L, RibE®W (24 0mg) ZEKE LTEE.
'"H-NMR Spectrum (DMSO -ds) & (ppm): 1.19-1.32 (2H, m), 1.39 (9H, s), 1. 75-1.84
(2H, m), 2.01-2.11 (1H, m), 2.66-2.87 (2H, m), 3.94-4.04 (2H, m), 4.17 (ZH,
d, J=5.6Hz), 6.52 (1H, d, J=5.2Hz), 7.11 (1H, d, J=3.2Hz), 7.27 (2H, d,
J=8.8Hz), 7.37 (1H, d, J=3.2Hz), 7.58 (1H, s), 7.62 (2H, d, J=8.8Hz), 8.71
(1H, d, J=5.2Hz), 8.75 (1 H, s), 9.14 (1H, brs).
FRMAIEI T O L ST LTEHERL =
BER T 15 —1
4—(4—- (4= 772 )F2)—6—SFPI)F 7V >2—T—40F T AF)I)
— RV =1 =—ANFEXFIIVY T FI v R tert—TFILTIXFTI
REFT13I—2&EMILTL4— (4—FI /7 /FY) —T—RoFx
¥V —=8—ANARZPFVUI (0. 32g) ZYVAFIFILATI RhUY
YA RY RTHUELEER, 4 —70FEFINERYID U —1 —HILEKRFI Y w
7 TYw R tert—T7FINTZXFIVERIGIE, RidbE (225mg) %
BifkeE LTH/E.
'H-NMR Spectrum (DMSO -d;) & (ppm): 1.18-1.32 (2H, m), 1.39 (9H, s), 1.75 -1.82
(2H, m), 1.98-2.10 (1H, m), 2.62-2.92 (2H, m), 3.94-4.03 (2H, m), 4.15 (2H,
d, J=6Hz), 5.16-5.21 (2H, m), 6.45 (1H, d, J=5.2Hz), 6.65 (2H, d, J=8.8Hz),
6.93 (2H, d, J=8.8Hz), 7.55 (1H, s), 8.68 (1H, d, J=5.2Hz), 8.70 (1H, s).
B 7 16
1— (44— (6=>7)—T— (BEXRYTV—4—ANVAIFI) X )Y —4
—A0F>) TJx=2)) —3— (FPI—IN—2—-A4)V) DL F
BEMETO0—4LHEMILTLI— (6—>7P—4— (4— (3—F7J—
NW=2—ANW—DLAK) = T=F>) ~F ) —-T—A3F>2AF)) —
EXDIU—1—-—ANEFFI Vv POy R tert—7FIN—T A7) (2 4
Omg) Z M) 7)VADBERTHAE LEXTLLAEY (220mg) 2HEEELT
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Hizo
'H-NMR Spectrum (DMSO -d;) & (ppm): 1.46-1.59 (2H, m), 1.87-1.96 (2H, m),
2.06-2.18 (1H, m), 2.78-2.89 (2H, m), 3.08-3.38 (2H, m), 4.13 (2H, d, J=6Hz),
6.43 (1H, d, J=5.2Hz), 7.07 (1H, d, J=3.2Hz), 7.20 (2H, d, J=9.2Hz), 7.36
(1H, d, J=3.2Hz), 7.57 (1H, s), 7.68 (2H, d, J=9.2Hz), 8.63 (1H, d, J=5.2Hz),
8.71 (1H, s), 9.82 (1H, br).
ERp 7T 17
1= (4= (6=>7/=T= (1 =AFNWERNVI—4—ANWAPFI) *
Vo —4—1tna*xy) 7x=)y) —3— (FPI—=NV—2—4)V) YL F
EHaF 6 7TO0OEREBICILTLI— (44— (6—>7/—T— (ERYD2—4—
ANWVADPFY) FOUYy—4—ADO0FY) 7x2)0) —3— (FF7VV—IV—2 —
AJ) L7 (220mg) »oEXIDLEY (5 1mg) ZEMAKE LTE-,
'H-NMR Spectrum (DMSO -d;) & (ppm): 1.35-1.48 (2H, m), 1.75-1.85 (2H, m),
1.89-1.96 (1H, m), 2.18 (3H, brs), 2.79 -2.86 (2H, m), 3.18 -3.38 (2H, m), 4.15
(2H, d, J=5.6Hz), 6.52 (1H, d, J=5.2Hz), 7.10 (1H, d, J=3.2Hz), 7.27 (2H,
d, J=9.2Hz), 7.37 (1H, d, J=3.2Hz), 7.58 (1H, s), 7.63 (2H, d, J=9.2Hz), 8.72
(1H, d, J=5.2Hz), 8.76 (1H, s), 9.20 (1H, br).
EiH 7T 18
N— (4— (B—=—HAIWNEAIN—T—=—A XS —4—F /1)) AF—2 -}
DIZNWVADAFNT == )) —N ‘—TFIVIL 7
ITFIVFIV2NFIZEROZSVEMHK (0. 10ml) Z2YAFINZIER
FHA K (0. 5ml) CmMz, 22 (4— (B—HIUNNEANL—T—X MF
—4—FU)N) AFT -2 - PMUTZINNFORXAFNT=Z)) Hh—NRI v 7
YR 720V EZXF)N (25mg) BHEMELL OSHEBHRLE. 2 ORISEK
ok, BERETF U E M2 A L2 B2 I LELam (5. Ome) 287,
'H-NMR(DMSO-ds) S (ppm) 1.08(3H, t, J=7.2Hz), 3.10 -3.18(2H, m), 4.04(3H,
s), 6.54(1H, d, J=5.2Hz), 7.00 -7.07(1H, m), 7.51-7.63(3H, m),7.74(1H, brs),
7.82-7.88(2H, m), 8.06 -8.13(1H, m), 8.66 -8.70(2H, m)
EHEF 7 19
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N—[4— (6 -ANWNEAN—T—RAbF> —4—-F/)Y)) FF2—-2—}
DI2NWABAFNZ2=)V] —N “—AXAF )N IL P

AFNWFZIV2E2INT M ROZo 08 (1. 00ml) ic[4— (6—24
WINBEAN—T—RAPFT—4—F 2 Y)V) AF>—2 - )T NAORXRF)LT
)] A—NXIw I PR 7z XFI (25meg) ZiNZ. 104
BIEELUE. HUEREZEBIRLT Mo R 7S5 oL CEIbLEYw (10
mg) z97zo
'H-NMR(DMSO-ds) & (ppm) 2.68(3H, d, J=4.0Hz), 4.04(3H, s), 6.54(1H, d,
J=5.6Hz), 6.87~-6.94(1H, m), 7.51-7.63(3H, m),7.75(1H, brs), 7.86(1H, brs),
7.90(1H, brs), 8.03-8.09(1H, m), 8.66 -8.70(2H, m)

EE 7 2 0
N— (4— (7T—RINAFL—6—SF)—F))2—4—ANFF) —

2. 33— AF )7 xz=)V) —N ‘= Z7az7ove)lmL 7
CAFNWVENALATIF(IOml)icyZovoenwrr3ix(1ml) 20z,
S (A= (T—RPNFFT -6 7 ) —F ) —4—ANVAF) —

2. 3= AFNT7zZIN)H—)NI vy FIw R Tz )z IXFI)L (1.
99g) ZMZATC. FRT1 OB HRLE. T2k (30ml) LEBRTF
NV (30m1l) &zMR. HHELUERKREEZERERL. ChZ2EBETFILTEHF LT
FELEY (166 0mg) Z2HEE,
'H-NMR(DMSO-d,) & (ppm)  0.40-0.45(2H, m), 0.62-0.67(2H, m), 2.03(3H, s),
2.16(3H, s), 2.52-2.59(1H, m), 5.47(2H, s), 6.33(1H, d, J=5.2Hz),
6.68-6.74(1H, m), 7.00(1H, d, J=8.8Hz), 7.35 -7.49(3H, m), 7.52-7.73(5H, m),
8.69(1H, d, J=5.2Hz), 8.76(1H, s)

HAEPILLT O 2 THRTERL =,
HEHT20—1

4— (4—P3I)—2, 3=TVRXAFNT7x/F) =T —RI)NFFT—6—

P PEDDN
Byt LA LEZL4—7I ) -2, 3—F> L/ —)1 (2. 80g) ¥
AFWRANWEFT R (15ml) ITEREE, FEHRICT6 0%KELF MY DA
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(816mg) ZHRAWCMAT2 09I LE T—RXUINFAFT —4 -2
DOo—6—>7./F/0> (3. 0g) 20X T, 100°CIlZT 4 RrEE T IC N
Lizo BIRETHIN U, KSR ZFR T IV E/KTOE. AER /K. 1 NKE
f6F b YD 2OKBR, RAHMIRE/KTEHE L. KRR MY DATEHE L, &
HEAEL. BoNHERMEZHRIF NV THESF L. KibEW (1. 72 g)
rzHEEaEmE LTEL,

'H-NMR(DMSO-d;) o (ppm) 1.91(3H, s), 2.01(3H, s), 4.83 -4.90 (2H, m),
5.44(2H, s), 6.30(1H, d, J=5.2Hz), 6.60(1H, d, J=8.4Hz), 6.73 -6.79(1H, m),
7.33-7.47(3H, m), 7.51-7.58(2H, m), 7.67(1H, s), 8.65(1H, d, J=5. 2Hz),
8.80(1H, s)

HWEHMT20—2

[4— (T = VWA FS—6—SF/)F)2V—4—ANFF) —2. 3
—CAFNT 2N A—=NI WP FIIE Tz )JVERATF)

4— (4 —73I /=2, 3—IVAFNVT 2 /)FY) —T7T—RV)FF—6
—>7/7F /0> (1. 72¢g) Lo8EHI 141 - 1cEBEOAETESLMLS
(1. 99g) z&BaRE LTEE,

'"H-NMR(CDC1,) & (ppm) 2.02(3H, s), 2.13(3H, s), 5.36(2H, s), 6.32(1H, d,
J=5.2Hz), 6.78(1H, brs), 7.00(1H, d, J=8.8Hz), 7.20 -7.80(12H, m), 8.62(1H,
d, J=5.2Hz), 8.78(1H, s)

EHF 7 2 1

N—[2, 3=AFN—4— (-7 —T—bROoFx>Fx )1 —4—4
WAXL) Zx=)V] =N ‘—>707o0ENDL P

N—[4— (T—XUINWAF>—6—SFPI)F Y0 —4—A)FFY) —
2. 3—9)(9’-)1/7:_:)1/] —N ‘“—>7n7oenrdLr> (1600mg) %
FhSEROZ752 (400ml) MR, THENSTTLA-[ER (2000
mg) ZMATKESART TCERBERBIH L. N2V A—REZRBICLD
BREL. PAFIHRILLATI RTHEFOE., B2 HEESE L CESEEY (8
27Tmg) #H7=,

'H-NMR(DMSO-d;) & (ppm) 0.40-0.46(2H, m), 0.62-0.67(2H, m), 2.03(3H, s),
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2.16(3H, s), 2.54 -2.60(1H, m), 6.20(1H, d, J=5.2Hz), 6.68(1H, d, J=3.2Hz),
7.00(1H, d, J=8.8Hz), 7.39(1H, brs), 7.65(1H, d, J=8.8Hz) 7.69(1H, s),
8.59(1H, d, J=5.2Hz), 8.71(1H,s)

KB 7 2 2
N—(4—-—(6—=—>7=-T— (3= —1—A4n7uir*xy) /1

— 4 —ANAFTY) — 2. 3= AFNT7Zxz=)V) —N ‘=>rzog7o¥t vy

>
rr _
VAFIWHENVLTIF 2ml) CREHT7 2 1 TCHERLEN-[2, 33— X
FN—4—(6—>7/—=7T—bFaOF>TF/)—4—A)AFFY) 7x)V]
—N‘—>7p7penrolL”7” (100mg). 1—(3—Z2po>ovll) ¥o
DO UIEREIE (95 mg). BEAHY YA (150mg) 212, 6 0°CT 7H5RI
MEL7z0 T ORKISEWITKZINZ BT F IV THE U, A8 2 /Kkeaf &8k
DJETHEE. KRBT M) D ATHER LULBRE2EEEELEZ. B5hHE
B ETBRIF L TCHRE L. XEdba®w (49 mg) 2HEARERE LTEE.
'H-NMR(CDC1,) & (ppm) 0.38-0.44(2H, m), 0.59-0.66(2H, m), 1.64-1.71(4H,
m), 1.94-2.00(2H, m), 2.01(3H, s), 2.14(3H, s), 2.40 -2.60(7H, m), 4.33(2H,
t, J=6.4Hz), 6.30(1H, d, J=b.6Hz), 6.82(1H, brs), 6.99(1H, d, J=8.8Hz),
7.58(1H, s), 7.64(1H, d, J=8.8Hz) 7.69(1H, brs), 8.67(1H, d, J=5.6Hz),
8.80(1H, s).
KM 7 2 3
N—(4—-—(6—>7—T7—((2R) —2—tv FOo¥>-—3-—-FFnysr—1
—ANTORFXY) FIV—4—ANAFXFY) —2, 3=V AFIVTZ = =)V)
— N ‘=7 pnz7oeirwuL 7
N—(4—(6—>7)—T— ((2R) —FFT>5>—2—A4)) XA PF> —
X2V —4—ANVFFY) —2, 3—VAFNT7xZ)) —N ‘= 7o
ELVoLr7(110mg)icr b Ro75>(2.0ml)&eo)2 (0.
20ml) 2MAT60°CT2HRIMEL =0 TORIBBHEMSE. WHELE
HREEE L., #FidbadW (18mg) ZHBEBRLLTEE,
'H-NMR(DMSO-d;) & (ppm) 0.40-0.46(2H, m), 0.62 -0.68(2H, m), 1.65-1.73(4H,
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m), 2.03(3H, s), 2.16(3H, s), 2.45 -2.70(7H, m), 4.00-4.08(1H, m), 4.22(1H,
dd, J=10.4, 5.6Hz), 4.32(1H, dd, J=10.4, 3.6Hz), 5.04(1H, d, J=4.4Hz),
6.32(1H, d, J=5.6Hz), 6.67 -6.72(1H, m), 7.02(1H, d, J=8.8Hz), 7.61 -7.72(3H,
m), 8.69(1H, d, J=5.6Hz), 8.82(1H, s).

HFEEMIELL T O X 5 I &H Lk,

BEM T 23 —1
N-—(4—(6—>7)—T7T— ((2ZR) —FFS5>—2—~4)N) APbF ¥/
D> —4—ANFFTY —2, S AFNT7=2=)V) —N ‘—>7p07obE)L

orr

N— (2, 3—YAFN—4— (6—->7/)—T—bFOFT—F1)>—4
—fIAFY) —T7x=JV) —N ‘=270 7O¥iLyL7 (476mg) 2
AFWHEIWATIR (4dm]l) M, T2 p— MV A7 (2R)
UL U= TZF)L (365meg) BEHUSLA (340meg) EMA.
50°CT4HFHMA L. CORBBWICKZMIKRIFIVTHE L. GHE
ZREIMBIE/K DA THFR. KM ST D) D LATHBE LUBEFRZREEE L =,
BonHEREZRIRR T F L THE L., RELEYW (27 0mg) ZHEGER
me L TH/izo
H-NMR(DMSO-ds) & (ppm) 0.40-0.46(2H, m), 0.62 -0.68(2H, m), 2.03(3H, s ),
2.16(3H, s), 2.52 -2.60(1H, m), 2.80-2.96(2H, m), 3.45-3.52(1H, m), 4.18(1H,
dd, J=11.6, 6.4Hz), 4.73(1H, dd, J=11.6, 2.0Hz), 6.34(1H, d, J=5.6Hz),
6.69-6.74(1H, m), 7.01(1H, d, J=8.8Hz), 7.61 -7.75(2H, m), 7.95(1H, brs),
8.70(1H, d, J=5.6Hz), 8.85(1H, s) .
EREBI 7 2 4
N—(4—-(6=>7—-T7T—((2R) —2—bRpFL -3 -—EExXYIL -1
—ANWVZORFY) FI)V—4—ANAFY) —2, 3=V AF)VT7 =)L)
—N ‘= 7o 7pEioL 7

N—(4—(6—->7—T— ((2R) —FF>S5—2—4N) APF —
FOUY—4—ANAFY) -2, 3=V AF)NT7xZ)) —N ‘—=>rn7rn
LY 7 (80mg)icF bk ko722 (2. 0ml) ey (0.
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20ml) Z2MMAT6 0°CT4ARRMEMLzo T DORISEMEBNE. FTHLE
HRE2ERL, £tad (50mg) ZHBAaBRL LTEE,
'H-NMR(DMSO-d;) & (ppm) 0.40—0..46(2H, m), 0.62-0.68(2H, m), 1.30-1.55(6H,
m), 2.03(3H, s), 2.16(3H, s), 2.30 -2.70(7H, m), 4.00-4.09(1H, m), 4.22(1H,
dd, J=10.4, 5.6Hz), 4.32(1H, dd, J=10.4, 3.6Hz), 4.95(1H, d, J=4.0Hz),
6.32(1H, d, J=5.6Hz) , 6.71-6.74(1H, m), 7.02(1H, d, J=8.8Hz), 7.62 -7.70(2H,
m), 7.73(1H, brs), 8.69(1H, d, J=5.6Hz), 8.82(1H, s).
LB T 2 5
N— (4—(6—>7 /) —T— (3= F)y7PI/— (2R) —2—EROo¥x
S—=7aRFFS) F N =4 —ANFFY) —2, 3=V AFNT =)L)
—N ‘—>r7p7ZOoE)LuL7

N—(4—-(6—>7/—7— ((2R) —=FF>F3>—2—A4I)V) X PFF
NNy —=4—ANFFY) —2, 3—VAF) 7)) —N ‘—>rprnov
L 7(80mg)lshbZe a7 (2.0ml)e>F V732 (0.
50ml) #MZT60°CT6RMMEAL = T DKIBEME BDE. HHHLE
fEREEIN L. XitbEYW (32mg) ZwEtaiERe LTEE,
'H-NMR(DMSO-ds) & (ppm) 0.40-0.46(2H, m), 0.62-0.69(2H, m), 0.98(6H, t,
J=7.2Hz), 2.03(3H, s), 2.16(3H, s), 2.40 -2.70(7H, m), 3.90-4.02(1H, m),
4.22(1H, dd, J=10.4, 5.6Hz), 4.32(1H, dd, J=10.4, 3.6Hz), 4.93(1H, d,
J=4.0Hz), 6.32(14, d, J=5.6Hz), 6.71 -6.74(1H, m), 7.02(1H, d, J=8.8Hz),
7.61-7.70(2H, m), 7.72(1H, brs), 8.69(1H, d, J=5.6Hz), 8.82(1H, s).
EREHI 7 2 6
NE—TFN—T—RINWNFFT—4—- (32700 —(U4—-—({(AFNFTI)
ANVHRZN) PI ) Zx)F%Y) —6—=—F /D) HANEFHIER

N6—xFN—-4— (4—7I/—-3—- 700 7x)F%xY) —7—_R2I)LAF
F¥—060—F 2V 2ANWEFYIF) (870mg, 1.94mmol ) HE ) 2 > (460 ng,
5.82mmol ) ZY XA FILHENALTI K (10nl) FIZHEBIE, XKETF7=z=0 2
OaR)LAA b (456 mg, 2.91 mmol ) ZMNZ =%, FRIZT I8 KFREEE L =,
Bz BFR T F- ) LK THE L. FHE 2K, SBRMER/KTHERE. SRR
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RIUR D LATRBR L, RERAZEBA. BRZEZHESRELEZ. #o5hizE28D
—&8 (460 mg, 0.810mmol ) KW 40%B A F I T I —A& ) —)vEw (0.810ml)
EOAFIFIVATIF (buol) rh, =EICT 30 EBERL 2. KIGHZEERT
FIWEIKTHEL U, EHEZ K. SAMEHEKTHEER. BRI O AT
MR L. WRAZRA. BRZzEEEE L. o MERME. FFR—F )V
BB, ChZze~F U CHRUBRZRIL ~FU 2 CeEE. BRE
TBEI LIk, FEEMEW (359 mg, 0.711 mmol, 74 %) ZHEKRE LTHE
7o |
'H~-NMR Spectrum (DMSO -dg) & (ppm) : 1.07 (3H, t, J = 7.4 Hz), 2.68 (3H, d,
J=4.0Hz), 3.30 (2H, m), 5.41 (2H, s), 6.54 (1H, d, J = 5.2 Hz), 6.89 (1H,
m), 7.23 (1H, dd, J = 2.8, 9.2 Hz), 7.34 -7.40 (1H, m), 7.40-7.49 (3H, m),
7.55-7.60 (2H, m), 7.61 (1H, s), 8.13 (1H, s), 8.25 (1H, dd, J = 3.2, 9.2
Hz), 8.36 (1H, t, J = 5.2 Hz), 8.51 (1H, s), 8.66 (1H, d, J = 5.2 Hz).
HEDEIFLITOHFETHERL 2o
RAEH726—1
NE—TFIN—T— R IONVAF—4—000—6—F /) HAIERFHIR
TxI)V TR UNAFY -4 —FFU—1, 4—VE KO—6—%) 1)
YAHIVEFXL—b (2.32 g, 6.25 mmol ) IZF A= )vZ7 ) F (10 ml) &M@kt
BOVAFIVEINVLATI REZMZ T, BB TC2KREMBBRZ 2, Oz
HEEMELU. ML T2 EEHER, BAZYAFIVENVLTIF (10n]) A
FUZFIVPI Y (5 nl) OREFFEICHEFEI L. KKkBHBHITIZ2M—-F)L
FIV (FhZEROT7ZVERK) (6.25 ml, 12.5 mol ) ZHRZICMZTEIRIZ
T3 L. KISMAFBIF IV EKTHE L. AHEZ 7> EZ7K,
k. BRI KTHE L. BKEBT VRS DLTER L, BEEEL. BB
ITFI, WMNTYVZTFIT—F)2MITHBEIE. AHL EEEE L THERL
&GP (723 mg, 2.12 mmol, 34 %) ZHEERKMAE LTHE=,.
'H-NMR Spectrum (DMSO -ds) S (ppm) : 1.08 (3H, t, J = 7.2 Hz), 3.30 (2H, m),
5.41 (24, s), 7.34-7.39 (1H, m), 7.40-7.46 (2H, m), 7.54-7.59 (2H, m), 7.66
(1H, d, J = 4.8 Hz ), 7.70 (1H, s), 8.36 (1H, s), 8.42 (1H, m), 8.81 (1H, d,
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J =4.8 Hz).
RLER T 26— 2
N6—xFN—4— (4—F3I/—-3—27007=z)FY) =T=—XRUI)IVAF
=6 —=—F 2V ANEFHYIE

4—7I/—-3—Z7po7=x./—I)V (379 ng, 2.64 mmol) % ¥ X F )V X)L ¥
K (10 ml) CHEME . EBRICTKFILT MU D2 (106 mg, 2.64 mmol ) #
WLWCMZ T30 /BB LE N6—ZFIN—T—_INFFT—4—-nD
O—6—F%/ U HILARFH I K (720 mg, 2.11 mmol) ZHDZ. 100°ClzT 2 B
BRI TICMBA Lz, BREITHH L. RINEZTEFBR T F IV K THE. GHE
7= PKEEME. K. RAMAEK THE L. KRS M) O LA TEHR L=,
BHEEL, BFRIFINVICBREBIE. IhEzAFH O THRLERZ AH., d@HE
WRT B ik, #ibEY (870 mg, 1.94 mmol, 92 %) ZHEEFREE LT
B
'H-NMR Spectrum (DMSO -dg) & (ppm) : 1.07 (3H, t, J =7.2 Hz), 3.30 (2H, m),
5.40 (2H, s), 5.43-5.49 (2H, m), 6.47 (1H, d, J = 5.2 Hz), 6.91 (1H, d, J
= 8.8 Hz), 7.01 (1H, dd, J=2.8, 8.8 Hz), 7.24 (1H, d, J= 2.8 Hz), 7.34 -7.39
(1H, m), 7.41-7.46 (2H, m), 7.55-7.60 (3H, m), 8.36 (1H, t, J=5.2 Hz) , 8.52
(1H, s), 8.62 (1H, d, J = 5.2 Hz).
HEE 7T 2 7
N6—ZFN—T =N INAFY—4— (33— —(4—({(ZFIVFPI))
ANWER=ZN) P33 ) 72 )F%y) —6—=F )V HNEFRHIF

N6 —ZFN—4— (4—73I—-3—-27007x/)FY) —7T—RYI)ILA
XL —6—%/UYHIVARFI IR (870ng, 1.94mmol ) KLY > (460 ng,
5.82mmol ) Z AFIFNAFPTIFR (10ml) PTHEFEIE, KT, 7==)1
soodiIVAA b (456 mg, 2.91mmol ) Z/NZ 2. RIS T 18RRI L =,
SR ZERT F IV K THE L., EEEZK, RANEEKTHER, BOKRE
RITZXIDLTHMBRL, BERZRE. BREEZREREELE, Soh=2EBY 0
—#5(460mg, 0.810mmol )XY 2ZMITFNL7I>—F bZ b RO 75 L ERK(4.05
nl) ZIAFNVFNALAT IR (bnl) H, Z|HRICT 30 FREBIE L. KIGKEEFE
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BRTF )L EIKTHER L. FHEZ K. MBI KTHFER., BKRBR TRy
ATHIRL, WBRFAZEA, WREzWEEBELEZ, o HERYZ. BT
FNVICRESE, ChZz~FYV U THRRUBRZ BN ~FY o Toek, EHE
WIRT B ik, Riddb&4 (347 mg, 0.669 mmol, 83 %) ZHEARKRBE L
TE 7=,
'H-NMR Spectrum (DMSO -dg) S (ppm) : 1.03-1.11 (6H, m), 3.14 (2H, m), 3.30
(2H, m), 5.41 (2H, s), 6.54 (1H, d, J = 5.2 Hz), 7.01 (1H, m), 7.23 (1H, dd,
J=2.8, 9.2 Hz), 7.34-7.40 (1H, m), 7.41-7.49 (3H, m), 7.55-7.60 (2H, m),
7.61 (1H, s), 8.07 (1H, s), 8.27 (1H, dd, J = 3.2, 9.2 Hz), 8.36 (1H, t, J
= 5.2 Hz), 8.51 (1H, s), 8.66 (1H, d, J = 5.2 Hz).
ERMGI T 2 8
N6—xFNN—4—(3—Zvp—4— ((AFNWFI) ANK)V) I /)
7z /F¥Y) —T—bFOFT—6—F 2V HNEFYIK
N6—ZFNV—T—XINWFFr—4—(3—700— (44— ((AF )7
) AWERZI)) PI) 7= /F>) —6—F /U AINERFYI K (344 g,
0.681 mmol) 7 &5 ZEMEHI 8 3 L EkERFLIC L b REbE&W (253 ng, 0.609 mmol,
90 %) zHERKBE LTHEE,
'"H-NMR Spectrum (DMSO-d;) S (ppm): 1.18 (3H, t, J = 7.2 Hz), 2.68 (3H, d, J
=4.4 Hz), 3.38 (2H, m), 6.42 (1H, d, J =5.2 Hz), 6.88 (1H, q, J = 4.4 Hz),
7.25(1H, dd, J = 2.8, 9.2 Hz), 7.31 (1H, s), 7.49 (1H, d, J = 2.8 Hz), 8.13
(1H, s), 8.27 (1H, d, J = 9.2 Hz), 8.61 (1H, d, J = 5.2 Hz), 8.89 (1H, s).
EFI 7T 2 9
N6—zFNWV—4— (3—2opo—4— ((=FNVF3I)) ANAZ)) 73 ./)
Jx/)F¥Y) —T—-bRaFs—6—-—F )V HURFYIR
N6 —ZTFINN—-T7T—-_"INVFF—-4—(3—2pDn— (4— ((=mF73
JY ANVEZ)) PIV) T72FY) —6—F ) ANARFY IR (332 g,
0.640 mmol ) > & SEfaf 8 3 & [EEiR FkIZ L b KIS (247 ng, 0.576 mmol ,
90 %) zEEMRE LTHEE.
'H-NMR Spectrum (DMSO-dg) S (ppm): 1.08 (3H, t, J = 7.2 Hz), 1.18 (3H, t, J
602




WO 02/32872 PCT/JP01/09221

= 7.2 Hz), 3.14 (2H, m), 3.39 (2H, m), 6.4 2 (1H, d, J = 5.2 Hz), 7.00 (1H,
t, J = 5.2 Hz), 7.25(1H, dd, J = 2.8, 9.2 Hz), 7.30 (1H, s), 7.49 (1H, d,
J=2.8Hz), 8.08 (1H, s), 8.29 (1H, d, J = 9.2 Hz), 8.61 (1H, d, J = 5.2
Hz), 8.90 (1H, s).
EEg 7 3 0
N6—xFN—-4— (33— —4— ((AFWVFI/) BIVER=)) 73 )
Zx 7 F%3) —T— ((1="AFN—4—-—EXRYPI)V) A+FT)—6—F D>
AR FH IR

N6 —x=F)NV—4— (3—27oo0—4— ((RFNVFI) AIARZIV) 73
J) 72z /F%Y) —T—bRFOFT—6—F/D) 2 AIVAFY I K) (80.0 ng,
0.193mmol ). tert—7FI 4— (ZFOEAFIN) —1 —-EXRYI T HIL
¥ L—b (80.5 mg, 0.289 mmol ) R TNEEH Uy (33.3 mg, 0.241 mmol )
ZUXAFIRINATIE (Inl) B, 60°CIZT 15 REREMBUER U /. KIBHK ZBE
BLFIVEIKTHE L. ABEZ/K., RAMNRIEKTE®REB, MKREB~Y 7R
LATHRR L. BERAIZ R, MM EZRESEE L. BonERIZE Y 702
OFEEE (1 ml) . ZRICT I RFEEPE. KEHE2RTEEHEL. BEZ2 X5 )
—IIWICBBEEE, PIZFITIEZBEFLUFMUE. BEHEL, BEAZF b
Zekor>> (2nl) — A%/ —)V (2 nl) ORGBEBRECHBBI L. 3T%HIL
L7 T e RKiEw (0.360ml ). WEER (0.070ml) MRS 7/ KFLRTES
Uy (36.3 mg, 0.579 mmol ) Z=FRICTIEXIMZ T 15 EEELE. Kbk
CHREEMES U A SRR S S U AT L AS AP OY R TS T 4 —I2ft L.
B ZREEMEL. SohHEmgME. BBRTFNVICBEIE, Chi
ANFHUTHRRMUEREZRIL. ~FY O THhgpEk. BRERIZIILICXD, &
- Ffb&Y (57.5 mg, 0.109 mmol, 57 % ) ZHGFERELTHE/E,.
'H-NMR Spectrum (DMSO -d,) & (ppm): 1.16 (3H, t, J = 7.2 Hz), 1.38 (2H, m),
1.72-1.92 (5H, m), 2.17 (3H, s), 2.68 (3H, d, J =4.4 Hz), 2.81 (2H, m), 3.36
(2H, m), 4.11 (2H, d, J = 6.0 Hz), 6.53 (1H, d, J = 5.2 Hz), 6.87 (1H, m),
7.22 (1H, dd, J =2.8, 8.8 Hz), 7.46 (1H, d, J = 2.8 Hz), 7.49 (1H, s), 8.12
(1H, s), 8.20-8.28 (2H, m), 8.50 (1H, s) , 8.65 (1H, d, J = 5.2 Hz).
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EiEs 7 3 1
N6—xxF)IV—4—(3—Z27pp—4— (((=FIVPI)) ANVA=ZIV) 73 )

7z 7F%Y) = T— (1 —AFN—4—EXRYIPNV) APFI)—6—F/21V

ANVEFXY IR

N6 —xFINV—4— (3—27pa—4— ((=mFIVFIJ) ANVERZI) 73
)7 /FV)—T—vebrFaFx>—6—F/Y ANA¥FY I F(78.0mg, 0.182
mol ). tert—7FNV 4— (7F7OFEAFI) —1—-EEXRDIDUHIBEFS
L— b (75.9 mg, 0.273 mmol ) RUNEEEA Uy A (31.4 mg, 0.228 mmol ) Z <
AFIEW LTI R (1nl) A, 60°CICT 15 ReRANDBAR R U 720 RIGiH 2 BEER —
FIVEIKTHE L. AHEZ K. IBEKTHEE. FKEBY 722 Y AT
WREL., WA ZRE. BBRZRESEELUE. o458 %E M) 7 V4 OFE
B (1 nl) . BRICT 1 FKAERDBE, MK ZHEEEREL. BEEZ A% —)
WCEMREE., PIZFIT7IVEWIFLPHLE. BEEEL. BEZF S
FO7Zo> (2ml) —A% ./ —)v (2 nl) OREBBERICERX T, 3T%HIVLT
Tk RkE# (0.340ml ). ®eEE (0.070ml) RO 7/ KFEFRYEF U Y
I (34.3 mg, 0.546 mmol ) ZZ|WICTIERMZ T 15 SR L 2. KinKIZIE
HMES D AT N BINAEREE. VATV AN ST 0 =12t L. H
HPEisZz@BEER L. Soh2HEsE. BT FILVIIEEHEIE, 2hz
FHUTHRUERZBE, "IV THEFER. SEERETsZIcr b, £
1b&4% (58.1 mg, 0.108 mmol, 59 % ) ZHEKRL LTEE.
IH-NMR Spectrum (DMSO-d;) S (ppm): 1.08 (3H, t, J = 7.2 Hz), 1.16 (3H, t, J
= 7.2 Hz), 1.38 (24, m), 1.72 -1.92 (5H, m), 2.17 (3H, s), 2.81 (2H, m), 3.14
(2H, m), 3.35 (2H, m), 4.10 (2H, d, J = 6.0 Hz), 6.53 (1H, d, J = 5.2 Hz),
7.00 (1H, m), 7.22 (1H, dd, J =2.8, 8.8 Hz), 7.47 (1H, d, J = 2.8 Hz), 7.49
(1H, s), 8.07 (1H, s), 8.22-8.29 (2H, m), 8.50 (1H, s), 8.66 (1H, d, J =5.2
Hz).
CZEEE| 7T 3 2
NE—AXAbPFT—T—R_RINAFAFI—4—-(3—2D0D0— (4— ((ZFNT73
Y ANVK=)N) PI/) T2 /FS) —6—F Y HANWEFYIER
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N6—-A+F>P—4—- (4—-73I/ -3 o=/ F3) —7T—~1I)
AXL—6—%F/ ) ANEFH I K (81.0mg, 0.180 mol ) HIKE U 2> (32.0
mg, 0.404 mmol ) ZIAFINVHANAFI K (2n]) FICHEBIE, KB T, 7=
=nrooF)VA4 b (42.3 ng, 0.270 mol ) ZANZ =%, =T 30 SR8
BUE. REBRIC2MIFILTPIL—~F S RO 7352 % (0.270 ml) 40
A, THICERICT I pEAEHR LUz, KIS ZEFRT FI)V &K THE L. B4
K. SEMEE/KTHEE, BAKFRB~/ 2 D ATER L. BEA2EH. B
WMZHEEELIZ. BonHERMEZ., PonF L —FINICBEIE., Chz
ANFPUTHERUERZRE. "NF¥Y O THHER., BREETI I EICKb, &
bS5 (68.5 mg, 0.131 mmol, 73 %) ZHAKRE L LTHEE,

'H-NMR. Spectrum (DMSO -d¢) & (ppm) : 1.08 (3H, t, J = 7.2 Hz), 3.15 (2H, m),
3.72 (3H, s), 5.40 (2H, s), 6.54 (1H, d, J = 5.2 Hz), 7.01 (1H, m), 7.22 (1H,

dd, J = 2.8, 9.2 Hz), 7.32 -7.37 (14, m), 7.40-7.46 (2H, m), 7.47 (1H, d, J
= 2.8 Hz), 7.53-7.60 (3H, m), 8.07 (1H, s), 8.27 (1H, dd , J = 3.2, 9.2 Hz),
8.34 (1H, s), 8.65 (1H, d, J = 5.2 Hz), 11.53 (1H, br s).

HEYEIILLTOAETEKRL =,

B T7T32—1
N6—RAPFS—T—ROINFAFL—4—-200—6—F) U HIVEFHI
s

ZIIZNV TRV NAFY—4—FFU—1, 44—V ROB—6—F1)
CHNEF L —b (2.32 g, 6.25 mmol ) CFA =)L U K (10 nl) & fahm
BEOVAFIVEIVL T I FZ2MA T HBETC2KAMAER 2. IbHEZ
HWEEML. P> T2EHEBE, BEEZAFILANVALAT IR (20n]) KW
FULZFLT I (20m1) OREEBISEMS ¥, KABHHTFICA ¥ L7
¥ eFOZBUF (10.4 g 125 mol ) ZANZ TEIRICT 18 BRI L 1.
ISRz BT F )V LK THOR L., FHEZ K, SaNEE Kk THhER. HoKkRE
RIORVOALATEB LR, BEER., SUATSNVAS LI N TS T 40 —12
ffLU. BRYESZHEEM L. BoNZHERME. FFBRTFILICBREBX B,
INZE~NFY U TCHFRUERZEE. ~FV > cHEE. BRERTIZ LI
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b, RidtE&® (392 mg, 1.14 mmol, 18 % ) ZHEKREL L THEE.
'H-NMR Spectrum (DMSO-d¢) & (ppm) : 3.72 (3H, s), 5.41 (2H, s), 7.32 -7.38
(1H, m), 7.40-7.46 (2H, m), 7.52-7.56 (2H, m), 7.64-7.70 (2H, m), 8.22 (1H,
s), 8.82 (1H, d, J = 4.8 Hz), 11.60 (1H, br s).
EHT32—2
NE6—RAbF¥—4— (4=F73I/=-3—r7nn7xz)F%Y) —T7T—RRI)NVZX
S —6—F DV ANEXFHIF
4—7/—-3—z7po0n07=x=./—) (408 mg, 2.84 mmol) % ¥ A F )V X )V
F (10 ml) WCEMa 8, SRICTAKRFEMLT P YT A (114 ng, 2.84 mmol ) #
RLICMATIOEHEBELE. N6 —AMFS—T7 RN FFT—4 -0
OE—6—3%F/ V) >HA)IVAEFYI K (38 mg, 1.14 mmol) %HNZ. 100°ClzT 18
BRI TSR LU/, BRI THRS L. DR ZERTT IV EKTHE. FH
JBEK., SMEEKTHE L. KRB TR D LATHR L BIEEERE.
SVUATNAZ LAY T Z7 4 —IXF L. BB ZBEEEHKHL. §5h
EHERDZ. BFBRTFIVIREBIE. ChEZEAFTUOTHRUSERZ BEL. ~
XYL THEHE. BEZKRT S EICED., K& Y (81.0 ng, 0.180 mmol,
16 %) z@eReEafEame LT/,
'H-NMR Spectrum (CDCIl ;)& (ppm) : 3.81 (3H, s), 4.22 (2H, br s), 5.43 (2H,
s), 6.68 (1H, d, J = 6.2 Hz), 6.88 (1H, d, J = 8.8 Hz), 6.94 (1H, dd, J =
2.8, 8.8Hz), 7.16 (1H, d, J =2.8 Hz), 7.41 -7.58 (5H, m), 8.14 (1H, s), 8.66
(1H, d, J = 6.2 Hz), 9.35 (1H, s), 10.19 (1H, s).
B 7 3 3
N6—XAbF¥>—4— (3—r7pno—4— ((ZFNVPI)) ANE=)) 73
/) T7x/)F%Y) —T—bvROFS—6—F Y HANHEFYIK
NE—APFI—T—-RUVINWIF—4—-—(3—-—2D00—(4—- ((=FNV7
) ANKRZN) FI) T2 0FY) —6—F U HNRFYIFR) (68.3
mg, 0.131 mmol) » & EEH 8 3 L [EIBk R FHIZ L b, Eidb&% (43.3mg, 0.101
mmol, 77 %) ZHEEFHER L LTH =,
'H-NMR Spectrum (DMSO -d¢) & (ppm): 1.08 (3H, t, J = 7.2 Hz), 3.14 (2H, m),
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3.76 (3H, s), 6.43 (1H, d, J = 5.2 Hz), 7.00 (1H, t, J = 5.2 Hz), 7.25 (1H,
dd, J = 2.8, 9.2 Hz), 7.34 (1H, brs), 7.48 (1H, d, J = 2.8 Hz), 8.07 (1H,
s), 8.27 (1H, d, J = 9.2 Hz), 8.60 (1H, d, J = 5.2 Hz), 8.64 (1H, s).
K 7 3 4

N6—AFINW—4—-(3—2pnpn—4— ((7070E)NFTI /) AR )V)
FI/)) 72 )F%Y) =T— (2—RXApFTTbFP) —6—=—F/VY H)VEKRF*
VIR '

ARFITIVDAY =)V ZPHAWT., EfiF 2 4 9 LRERIBRICLTCEHK %2

H7=
'H-NMR (DMSO-d;) & (ppm): 0.38-0.44 (2H, m), 2.62 -2.68 (2H, m), 2.50 -2.60 (1H,
m), 2.85 (3H, d, J= 4.8Hz), 3.37 (3H, s), 3.79 (2H, t, J= 4.4Hz), 4.39 (2H,
t, J= 4.4Hz), 6.52 (1H, d, J= 5.2Hz), 7.18 (1H, d, J= 2.4Hz), 7.23 (1H, dd,
J= 8.8Hz, 2.4Hz), 7.48 (1H, d, J= 2.4Hz), 7.55 (1H, s), 7.96 (1H, s), 8.26
(1H, d, J= 8.8Hz), 8.35 (1H, q, J= 4.8Hz), 8.65 (1H, d, J= 5.2Hz), 8.66 (1H,
s).
it 7 3 5

N6—xF)IV—4—(3—7pon0—4— ((7070)V73 /) A)HRZ)V)
PI2) 72 )F%Y) —T7T— (2—=AbPFTbHFY) —6—F/1)HIEF
HI K

ITFIWVFTIVOT I FOT7 S BEREHNWT, Efif2 4 9 LEBRICLT
B %25z,
'H-NMR(DMSO-dg) & (ppm): 0.38-0.44 (2H, m), 2.62-2.68 (2H, m), 1.15 (3H, t,
J="7.2Hz), 2.50-2.60 (1H, m), 3.27-3.40 (2H, m), 3.36 (3H, s), 3.79 (2H, t,
J= 4.4Hz), 4.39 (2H, t, J= 4.4Hz), 6.51 (1H, d, J= 5.6Hz), 7.18 (1H, d, J=
2.8Hz), 7.23 (1H, dd, J= 8.8Hz, 2.8Hz), 7.48 (1H, d, J= 2.8Hz), 7.54 (1H,
s), 7.96 (1H, s), 8.26 (1H, d, J= 8.8Hz), 8.34 (1H, t, J=4.8Hz), 8.65 (1H,
d, J= 5.6Hz), 8.68 (1H, s).
EHiB) 7 3 6

N—(2—27op—4— (6=->7/—T7— (83— (1—-¥E¥xRYT ) 7ar¥x
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) —4-—-F2UN) AFSLT7x=)) —N ‘—> 7oL F

N—(4—(6—>7/—T7T—bcFOF>—4—-—F /1)) AF>—2 -1
o7xz=)V) —N ‘“—>¥Zo7Zoeno L7 (500mg, 1.60mmol) & 1— (3 —7%
opZoE)) EXYPL beRpro) RS, EHEMT ERBOFERICLD
Fadfb & (102.2mg, 0.197mmol, 12.3% ) Z¥MEmEHER L LTHEE,
'H-NMR Spectrum (DMSO -d;) S (ppm) : 0.42 (2H, m), 0.65 (2H, m), 1.37 (2H,
m), 1.48 (2H, m), 1.96 (2H, m), 2.34 (4H, m), 2.43-2.49 (4H, m), 2.56 (1H,
m), 4.31 (2H, m), 6.57 (1H, d, J=5.2Hz), 7.19 (1H, d, J=2.8Hz), 7.25 (1H,
dd, J=2.8, 8.8Hz), 7.49 (1H, d, J=2.8Hz), 7.59 (1H, s), 7.98 (1H, s), 8.27
(1H, d, J=8.8Hz), 8.71 -8.74 (2H, m).
K7 3 7
N— (3—7naAn7x=Jy) =N — (4= (Fx/ [2, 3—d] EY3I
=4 —ANFFY) TxZI)V) DL F

4— (4—=bo7x/FY)Fx/ [2, 3—d] EVIIY250mglZ,
F37T0meg HE7>E=_YLT50mg. =%/ —)30ml.K3ml%
Mz 80-85°ClcT2. SKREHEHLE BRICELAEABFT NS ROT7S %
Mz, €54 bEE L., BECEHRIZFIV, KEMZ T, FEMBLE. AHE
ZEIMBIBKTEW., KRS M) oA TELE., HEEE. BBEE LT
K1 82mgzllte 2O70mgzbll>4ml, P2hb=hrUJV4ml
V7597 ALTHEBIE, 3— 7040724V PEX—F(90u1)
ZINZ 1REBEELE, ERICKEL. WHLTWIERZEE. %R L THRE
L& 7T 3meg ®57=,
'H-NMR Spectrum: (DMSOd ) 6.72-6.80 (1H, m), 7.12 (1H, d, J=7.7THz), 7.22 (2H,
d, J=7.7Hz), 7.28 (1H, dd, J=14.2Hz, 7.1Hz), 7.49 (1H, d, J=14.2Hz), 7.52
(2H, d, J=7.7Hz) 7.64 (1H, dd, J=6.5Hz, 1.5Hz), 7.84 (1H, d, J=6.5Hz), 8.60(1H,
s,), 9.00(1H, s,), 9.10(1H,s)

PRI, BLFO XS I LU THEBKL =
SR T3 7—1

4— (4—=bpgx)F> ) Fx [2, 3—d] EYVIYY
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Seans Acad.Sci.,Ser,C(1967)264(2)207 cid#ooit&m4d —2r7opoFo /[ 2,
3—d]l eUIiIY>302mglit4d—=—boz7zz//—600meg. EEEH D
N1, 2g, SRAFNANVATIRF2m] 2/MAZ 130°CIcT3 ORI L
#®, BERICUTKZNZ, BFRZFIV—F bF b FO 75 VIREEEIC TH W
HU. BMEELEShEEREZ = —FIVICTEHRYL., RELEEW2 5 0me 215
7o
'H-NMR. Spectrum: (DMSOd,) 7.63(2H, d, J=8.THz), 7.68 (1H, d, J=6.1Hz),
8.00(1H, d, J=6.1Hz), 8.35(2H, d, J=8.THz), 8.65(1H, s,)

Kt 7 3 8
N—(4—ngdgpo07x=)V) — N’ —(4— (Fx= [2, 3—d]l Y3

y=4—ANVAFY) Tx=)V) I T

EHEH T 3 TWEHDO 7 7E9I0mg 54 —71073 0722 )4 VIS TR
— M990 1)Z2ANWT EMEMT3TLEBROAETEEELEEWI 2mg 25
7zo
'"H-NMR Spectrum: (DMSOd ) 7.12 (2H, t, J=9.6Hz), 7.20(2H, d, J=8.6Hz), 7.46
(2H, dd, J=9.6Hz, 5.2Hz), 7.52 (2H, d, J=8.6Hz), 7.63 (1H, d, J=6.2Hz), 7.94
(1H, d, J=6.2Hz), 8.59(1H, s), 8.89(1H, s), 8.94(1H,s)

EiEH 7 3 9 _
N— (3—7)4n07=x=)V) =N’ — (44— (Fx) [3, 2—d] BVYID

VA —ANFFY) TxZ)V) HLT
EMEFT 3 TICRBOAELAFICILTL4— (4—=ha Tz ) FY) F)
[3, 2—d] BUIY3T7T5mgr67I /K31 0mgsxHlE. ZO73
K1 35mg i, KT3I 7TICEHEHDOHGEICKLD, 3—TFAn T =)L
AV 7R —MO90ul)2AWT., RELEW250mg &8/,
'H-NMR Spectrum: (DMSOd ;) 6.72-7.56 (8H, m), 7.65 (1H, d, J=6.2Hz), 8.44 (1H,
d, J=6.2Hz), 8.68(1H, s,), 8.86(1H, s,), 8.95(1H,s)
PRI T O X SICEER L =,
BREH 73 9—1
4— (4—=tbozx/F¥)Fx’ [3, 2—-d]lEVIT

609



WO 02/32872 PCT/JP01/09221

REH 73 7T—1IZE#KomEICE b, Seans Acad. Sci., Ser, C(1967)
264(1)100 g2 oibamd4d —r7ouoFxc/ [3, 2—d]l I >315m
g o REILEW3 8 2mg 2/,

'H-NMR  Spectrum: (DMSOd ;)  7.63-7.69(2H, m), 7.70 (1H, d,
J=6.1Hz),8.32 -8.38(2H, m), 8.51 (1H, d, J=6.1Hz),8.73(1H, s,)

Eiif 7 4 0
N—(4—onaAoz=x=)y) =N’ — (44— (Fx/ [3, 2—-d]l vy
Y4 —ANFFY) 7)) IL P

EREF T 3 9ICFRMO T I /MEK150mghSEMBIT 3T LREABRODAEICEX
N4—NnAR 722 NAV7PER—M94ul)2ANWTEELE®YW 1 35m

g &M=
'H-NMR Spectrum: (DMSOd4) 7.00-7.56 (8H, m), 7.65 (1H, d, J=6.1Hz), 8.44 (1H,
d, J=6.1Hz), 8.67(1H, s), 8.73(1H, s), 8.78(1H,s)
Lt 7 4 1
N—(4— (6, T—AMXIF /) V=4 —ANAFY) 7)) =N’
— (3=AF>ZRNHKZ )V TZx=)V) UL F

WO 97/17329 o AEic L hFEeohB4— (6, T—UAPMFIFI D —4—
ANFAFY) Z2= )7 I (296 mg, 1.00mmol ) &KX (3 —AF 2 X )EFEZ)L
Zx=JV) AIVNI VERTZ7 = =)V RX5)L (291 mg, 1.00 mmol ) % < X FI)L )L
FFF (3 ml) A, 85°CICT 2 RERAMNERE Lz RIS ZERIB T F IV EIKT
SEL. BHEE 1 N—KBRETFT MU D LKEIK. K. Sk L, #
KRR T A O LTI L. BRI ZEN. BEEZHEERELE. Boh/zM
ERPESVATNVASLAZ O N T 57 40— (BH; BEFBBTF IV : A ¥ ) —
V=30 : 1) zftL, HRMEEL 7S 7> a2l L. BB FIVICRRE
T, INZAFYCTHERLERZRB. NFY 2 THEER, BAEERET S
ok b, Ridbe® (430 mg, 0.871 mmol, 87 % ) #MEHER L LTH =,
'H-NMR Spectrum (CDC1 ,) & (ppm): 3.16 (3H, s), 4.03 (3H, s), 4.05 (3H, s),
6.46 (1H, d, J = 5.2 Hz), 7.12-7.18 (2H, m), 7.41 (1H, s), 7 .50-7.62 (6H,
m), 7.81 (1H, s), 7.93 (1H, s), 8.11 -8.15 (1H, m), 8.48 (1H, d, J = 5.2 Hz).
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EMEH T 4 2
N—(2—2ppo—4— (6P )—T—(4—EXYP)IVAPFI)—4—
Fo2VNW) AFY) Zz2=)) —N “—RXFINI LT

N—(2—72pmn—4— (6—>7/—-T7T—-bvFroOx>F )0 —4—4)F
FV) 7)) =N “—AXAF)VUL 7 (125mg) ZYVAFIVEHEIVATI R
(1. 5ml) iz, CcZictert—7F)V 4— (FOEAF)V) —1—
ERYANFFIL—F (14 1mg) ERBAY YL (93mg) &&00
Z. 6 0°CT3REMALEZ. CORIBEHRIC/KZMZIFERLFIIVCHEB L. A
BEIE A UK. SR RIEKOIETHEEE. MK ) U ATESE UBE2RTE
ELE. BOoNEHBREYZ2ERIFIICEERL. tert—7FJ)1 4 —
(44— (3—727pon—4— ((RAFNTIV) ANKRZWN) P 7x/F)
— 6 =T I)—T—F VN)AFY) AFNV) —1—EXRYJSLHANKRFIL
—hM(21mg) Z2REOERELTEE. ChZ M) 7V 0EE (1. Om
1) WCHEm L. 10 pEERTEF L. CJIWK2ml ZIZ CTREBKHET H U
DALATHAML, frTHUAFERZRIRL. £ELELEYW (1 6mg) 287,
H-NMR(DMSO-ds) & (ppm) : 1.20-1.35 (4H, m), 1.70-1.80(2H, m), 1.90-2.01 (1H,
m), 2.66 (3H, d, J=4.4Hz), 2.95 -3.05 (2H, m), 4.12 (2H,d, J=6.0Hz), 6.58 (1H,
d, J=5.2Hz), 6.84 -6.92(1H, m), 7.21-7.26 (1H, m), 7.48 (1H, d, J=2.4Hz), 7.59
(1H, s), 8.12 (1H, s), 8.22 -8.28 (1H, m), 8.71-8.78 (2H, m).
EiEHI 7 4 3
N—(2—2pp—4— (6= )—T— ((1=AFN—4—-ERYI))
AbX¥) —4—F7YUIV) AFY) TFx=)V) —N ‘—XAFIVI LT

N—(2—2ZoO0—4— ((6—>7/—T—(4—ERYUZIAIFT) —4
—% 0 UJ)) FFY) 7x=)V) —N ‘—AF)NLU L7 (15mg) #5r5k
k75> (0. 5ml) X% =) (0. 5ml) ZHEREE. 37 %HILA
PILF b FkiEiw (0. 03ml), B# (0. 06ml), FhUDLL PR
oA RS54 K (5. Omg) 2RBIZTNR. 1RKEBERLLE, KiSkickZE
Mz, fAMREAKFETST PV D LKBBRTHMO L., ShZBFBFIILTHE L=,
FREEKTHE L. BERELUCHERYEE L, ChZzHFR-F IV THEER
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LERMbaY (10me) ZHEHKRBE LTEE,

H-NMR(DMSO -d;) & (ppm): 1.13-1.47 (2H, m), 1.75-1.95 (5H, m), 2.17 (3H, s),
2.68 (3H, s), 2.78-2.87(2H, m), 4.17 (2H,d, J=6.0Hz), 6.59 (1H, d, J=5.2Hz),
© 6.95(1H, brs), 7.22 -7.28 (1H, m), 7.48 (1H, d, J=2.4Hz), 7.61 (1H, s), 8.18
(1H, brs), 8.22-8.29 (1H, m), 8.72 -8.77 (2H, m).
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1. [X] Claims Nos.: 41
because they relate to subject matter not required to be searched by this Authority, namely:

Claim41l relates to a method for treatment of the human body by therapy
which does not reguire an international search in accordance with Rule
39.1(iv) of the Regulations under the PCT.

2. D Claims Nos.:
because they relate 1o parts of the international application that do not comply with the prescribed requirements to such an

extent that no meaningful international search can be carried out, specifically:

3. [:] Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

(See extra sheet.)

1. g As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. E] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, [:] No required additional search fees were timely paid by the applicant. Consequently, this international
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

E No protest accompanied the payment of additional search fees.
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This international application relates to compounds having
neovascularization inhibiting effect and use of the same.

As a prior art relating to neovascularization inhibitors, JP,
11-158148, A, the laying-ocpenocfwhichhasbeencarriedout beforethepriority
date of this international application, discloses quinclyloxyphenylurea
derivatives having neo- vascularization inhibiting effect. Thus, there
havebeenpublicly known compounds characterizedbybothneo- vascularization
inhibiting effect and a structure bearing a two rings connected by an ether
linkageand anamide analoguegroup. Inthesightof thepriorart, therefore,
such characteristics are not special technical features linking compounds
of claim 1 together.

This International Searching Authority finds that this international
application relates to the following three inventions, with the result of
partial international search about the group (1) being attached to this
order:

1. a group of inventions relating to compounds set forth in claims 7, 8,
and 11-18 and use of the same,

2. a group of inventions relating to compounds set forth in claims 9 and
19 and use of the same, and

3. a group of inventions relating to compounds set forth in claims 10, 20
and 21 and use of the same.

<About the subject of priocr art search>

Although compounds are represented by the general formula in claims
1-6, most of the constituent moieties of the formula are represented by
variable groups including many practical choices, and only some of the
compounds set forth in these claims are supported by the description in
the sense of Article 6 of the PCT and disclosed in the sense of Article
5 of the PCT to such an extent that a meaningful international search can
be carried out. The same applies to claims 27-40 and 42 relating to use
of the compounds.

In this international search report, therefore, prior art search
has been made only about compounds which are supported by the description
in the sense of Article 6 of the PCT and disclosed in the sense of Article
5 of the PCT to such an extent that a meaningful search can be carried out,
that is, compounds wherein A is one of the groups set forth in claims 7-10,
and the results c¢f the search are given. The same applies to use cof the
compounds.
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